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acetyl %53 2 P-lactamase KCHRENL LD TH Y,
353 ic Cefamandole ® Cefoperazone 75
EEMU & S icTetrazole BAHT 2 & Th 3V
W-T, TDHESR Serratia marcescens % Bacte-
roides fragilisg CitiR& N, 7 5 A REBREICICA
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PTHY, MPEBHoH 1 HHEERHEL, Kb
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JUMAKZE—-NR AP EE ORETRR, 8K, K, I
W& 1s EORKRMAEIM S, F& U THRIS3E 9 Ao
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PBTOLIL D EbbhTL 32,

bhbnbco CMX ito0T, M K% E —KE
ABERE D > OB MR XS 5 E . BEERRAC
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22#%, Staphylococcus epidermidis 3 ¥k, Streptococcus
faecalis 21%k, Escherichia coli 27%k, Kleb<iella pneu-
moniae 25%k, Klebsiella oxytoca 1%k, Enterobacter

cloacae 16¥k, Enterobacter aerogenes 9 ¥k, S. marc-
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Table 1 Background of healthy volunteers

| . . Surface
Height | Weight
N A S g | g
I TE L lem | G | TG
M.O.| 33 | m 170 l 52 | 1.60
M.S.| 30 | m | 170 | 66 1.77
J.K.| 27 | m | 166 | 61 1.68
"Mean | anial lieg 740 297 [ setn 00
NGB, | 3023 |168.7::2.3°% 7 | 11.680.00

escens 13#%, Proteus vulgaris 3 ¥k, Proteus mirabilis
7 #, Proteus morganii 2%k, Citrobacter sp. 5%k,
Salmonella typhi, Paratyphi-A, B & 1%k, Shigella
flexneri 2%k, Shigella sonnei 1%k, Pseudomonas
aeruginosa 25%%, Acinetobacter sp. 2 ik &, JUMKZE
FRBE M BRI T BB R 205 DR 5 S Ihic
S. marcescens 144%F [T DOWT, BAR{LFBWERES EE
H(2Hy ME) Ik CMX BXUMRBREELLTO
Cefazolin (CEZ) O&/NREBMILEE MIC) ZRIEL
foo BEEKII L) ALV A T4 3 R K&kB—
BB R (108 cells/ml) &, BEAERERICL S
100 &I (106 cells/ml) &2 R, ¥ 72, RIER
TR~ — b4 v 72— 3 YEREM CGRID %A
BV AR

2) MrhiBEE s & R PR E

Table 1 WCRT & D HRBKAB F 3 ZICOWT,
CMX @ 1g % Cross over THHIE®B X U 114 i &S
BE L7z & S M s JCRMHRERARIE LT,

%9, CMX @ 1g %0.5% ) F# 4 » ¥ 5 ml [T
BLUTRBRICES Lick 20, EHE EsKR155,
304y, 1WERS, 2059, 41%M), 6 IFRNCH 4 ml %2
ML, #E Lo bmiEEN L. $ic, EHER,
Watis 6 Bl g T o 2 HilEOREEMEL, €08
BRI U 7o

X5 1:BI%IC, CMX o 1g &7 Y % T-3i%200
ml TR LT 1T TR E Lo s &, 14
B, A PHIA%30), SSiER TR, SR RIS,
3043, 1M, 2MERT, 405, 615 HICH 4ml 37D
ML, EESE L. 70, STHEPAREIRG, SEpH
WM SRTHRE T, BLULHKTERNLS 6IFHET
D 2HRIBEOREEZREL, TO—MEFRL. h
5 OMliEE LURIE CMX OERIEE T— 20°CIC il
HRE LT

MisthE LR CMX ORENEZ P. mirabi-
lis ATCC 21100 % MEM &S 2ME 7 v THERICK T
T o720 BAKD FFICF M & Moni-Trol T, Rid
pH 7, 0.1M Y vEERRIIRER V700 & 7o, B Hh 4%

DERICREZNZENDFEREER I,

Bohic 3 ZOMPRESL XU ZOEHBEI-H LT,
Two compartment open model {T & CE 3ol dioly
32— ~ICKBRNZRELC LK, Hits
AT & 2 R OHEERS . 12, 2h2zho
BEIETR O N EEDOTEHEH S O FHER T
M E D Simulation curve i1z,

3) B K R B

FUNKZEE — AR B L UBERBEARHCBAISE 7 5
5 WBFI554E 3 A % TORICABE LI-IRI0F, BEE
RPIEMROBME IR BE R BFE 4 0, PEIMAE 2 4, e
R, BlARBR, 0BRSS 4 Bl R&1HAOAH0MH
T, CMX ICX BIBBAETY, ZOBEKEREICOLTR
L7

CMX o5&, #5%13, L LT1A 2¢ 85
2EICAITY Y & T-3 ¥#200 ml ICHAR LT 1HKES
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5AITHE L. T, ERUERKRELETLH0
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EEERSNROHIRICIY, B S DO2EREOKEL,
BRREFRRLS CICRREOME, BIURERRO
MBI L o720 THDDL, BENBON, RIRERR
DXk, BEFEONE, CRP Ot AifKEZO
WE, FEOEF(LLEORDLNIODE r8%)
L, &< 1 BRELAOEMICES TS > b0%
[#40] & Uto WAL EDAS R IE B LURFREN
HOKERS SN, RERBOTLLERBSS
Nishotcd X0, FEHOPECKD BHoALNIH
0% [P0EE) &L, WL OBRKERS XURE
BT BGE DTS S NI o 12 b D% (4511 & LT
LT, BAEOMEILOVT, Wik ER, Bl
S g, BRI E L o PRI RIR A BT Lo

BIERICOWTIE, BEOFAEL(HL eI
(AR, s (CHORE £ B IRROICHET L) €
DBEMOEBEBE Lo

3R L

1) ERBREEEEIC g 2 EN
U PR A B B & UK BB
WO 5 SRS - EHIc LT, CMX 3
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Table 2 Susceptibility of S. aureus (22 strains)
Inoculum MIC (pg/ml)
Antibiotics . T
size 0.05|0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 50 100 §;>100
0 [ 12 | I
@9 oy
CM 10 19 3 ;
_ (86, 4)] (100) - B L
10 10 | 11 1 '
; . (45.5)|(95.5) o) .
CE 10° 6 16 |
(27.3)] (100) i

() : Cumulative percent

Table 3 Susceptibility of S. epidermidis (3 strains)

Inoculum MIC (pg/ml)
Antibiotics .

size|0.05|0.10]0.20]0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 | 50 | 100 [>100

108 | 6627 1 |
CMX : _{86.7 00

10 (66.7) |

108 1 2

(33.3)| (100) N

CEZ

100 2 | 1 |

(66.7)] (100)

() : Cumulative percent

Table 4 Susceptibility of S. faecalis (21 strains)

Antib Inoculum MIC (pg/ml)
ntibiotics 7
size | 0.05 | 0.10 } 0.20 | 0.39 | 0.78 | 1.56 } 3.13 ‘ 6.25 | 12.5 ] 25 | 50 | 100 ]>1oo
: 1 | 20
CMX 0 ' B (4.8) | (100)
108 1 2 2 1 3 4 8
R B R (4.8) |(14.3)/(23.8)|(28.6) (42.9)((61.9)| (100)
108 | 9 10 2
I | [(42.9)((90.5) (100)
CEZ |
108 w IR 7 [
- e 4.8 [(657.D(90.5)| | (100)

() : Cumulative percent

LU CEZ o MIC #fE L, &% LbEi Lo

S. aureus 22 Tid, Table 2 CRT &SI, MM
#H410® cells/ml D& & CMX (31.56~3.13 #g/ml C
59, CEZ 00.78~1.56 #g/ml ICHA~T 1 BBES B
BTHoteo LinL, CEZ ICi325 ng/ml 0 b D31 #k
BH5NIz0 10°cells/ml D& X2 CMX (3 A 5B 43 At
1.56 ng/ml T, 3#H83.134g/ml T& > 7248, CEZ
30.39~0.78 sg/ml THY, 1~ 2 BHEL > TlO7z0

S. epidermidis 3B Tid, Table 3 ICRT L DT,
CMX HEREBE I A10° cells/m] 0 & % 6.25~12.5 ng/
ml T, CEZ L NTPPLBIC§ & 15k o 728, 108
cells/ml ) & %3.13~12.5 rg/ml TH5B DK LT,

CEZ (31.56~3.13 #1g/ml &, 1 LS SINHITH o 72

S. faecalis 2185 T3, Table 4 (733 K HIT, MK
itihi10®8 cells/ml @ & & CMX 13100 #g/ml & 1 ¥k LS
#i39XT100 #g/ml LI ET, CEZ D19¥k, 91%H325
~50 ug/ml ThHBDICLND & 2~ 3B > T/,
106 cells/m! 0 & %13 CMX (43.13 ~12.5 sg/ml D &
DH5EE, 24%H 0, 100 zg/ml LITDO b D134k d &H
5748, CEZ (3K H325~50 #g/ml TdH b, CMX
DENIbDEESTDDEMNH>Tce TNETDY 5
LEMEREICKT S CMX © MIC OR 19 0%EK
KT BE Fig. 2 DXOICIE5.
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Table 5 Susceptibility of E. coli (27 strains)

Inoculum MIC (pg/ml)
Antibiotics )

size | 0.05]0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 | 50 [ 100 S
10° 1 [ 1 5 | 12 | 4 2 ;
MX | (3.57) (7.34) _,,___,,,(25i9) (70.4)((85.2) (92.6) L (100)

10 (3.7) |(63.0)/(81.5)|(92.6) (96.3) (100)
108 2 5 9 4 1 3 | 3
- (7.4) |(25.9)|(59.3)|(74.1)|(77.8)((88.9)| (100)
CEZ 108 7| 13 1| 3| 1 o
(25.9)(74.1)((77.8)/(88.9)/(92.6) (100)

() : Cumulative percent

Fig. 2 Cumulative percent of MICs of
gram-positive cocci

% Inoculum size: 10°cell/ml

S. aureus S. epidermidis

S. faecalis

om0 a3 125 % >0

0.10 0.39 1.56 6. 25
MIC (ug/ml)

% Inoculum size: 10°cell/ml
100

80
70
60

50 S. aureus S. epidermidis

401
S. faecalis
201
10p

0.05 0.20 0.78 3.13 12: 5 50 >100
0.10 0.39 1.56 6.25 25 100
MIC (ug/ml)

$3108 cells/ml & & CMX (323#%, 85% 0812.5 ng/
ml DIFT, %<131.56~3.13 ug/ml T, 7iHiCi30.20
ug/ml ot bDbdH o> 7o UL L, 100 #g/ml P
Loboh2HE» Siz. CEZ (33.13~12.5 #g/ml
P16KE, 59% T, 100 #g/ml 12O LENPIED S DHL6
b0, CXM H2 ~ 3 BPEENIIE I TH > oo 10°

cells/m! D& &, CMX (2K H20.10~0.39 sg/ml
T, 50 ug/ml @ 1%k % B> T1.56 ug/ml PTFE4¢
nTHY, CEZ OAEBSH.56~12.5 rg/ml TH20
ICHNB L 4~5 RELENTOI,

K. pneumoniae B XU K. oxytoca 26%Tid, Table
6 WCRT & DIC, BREREHE 108 cells/ml D & i CMX
130.20~50 #g/ml LHEIL < 2375 L7chi, 106 cells/ml ©
{IAREBSI A 0.10~0.20 #g/ml T, 3 ¥k $30.39 ~0.78
1g/ml THBICTE 1D 5720 CEZ (3108 cells/ml D&
%3.13~12.5 ug/ml H318%k, 69% T v, 10° cells/ml
D& x1.56~12.5 pg/ml 2218, 81% T, 100 pg/ml
UEDbD4 b EFEHE L - DICHNBE, CMX #
106 cells/ml D& XIC4BRELIE SFENIDDTHY,
BEMEEB2 BB NLBHLEVR 1,

E. cloacae 3 XU E. aerogenes 25Kk Ti3, Table 7
RS & DIC, CMX (ZHFEE A310° cells/ml D& &
3.13~12.5 ug/ml D8 7 ¥k, 28%1CF & 120oh8, 10°cells
/ml D& £0.10~12.5 ug/ml 194k, 76% T, TN
T BB IR S tze RO D #1350 ug/ml VL
NLLETH 570 CEZ (3108 cells/ml @& %25 ug/ml
D1 #k, 105 cells/ml @ & %6.25~12.5 ug/ml A3 2%
Bob o NFHs, 12E A ED100 ug/ml LLEOREBER
THo1

S. marcescens 15Tk T3, Table 8 ICRT LT, &
T H310° cells/ml ® & & CMX (33.13 sg/ml I/D
Kolhids 0, 0.78~12.5 ug/ml {778, H9%HH>
oo UisL, 100 ug/ml 750> L& L b708 & #3400
$ & Bt 108 cells/ml O & & (212.5 #g/ml LT
B, 60.5% £ XSICTCOIHENTHY, LS
$530.20~0.78 ug/ml THotzo % 72, MHORDOHD
50~100 4g/ml Tdo7ze —7, CEZ (3106 cells/ml
LETH, $XTI0 pg/ml UETHY, 5ICHBE
EIA T4k, 400 ag/ml D 1R T T
rg/ml LI ECH o7,
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Table 6 Susceptibility of K. pneumoniae (25 strains) and K. oxytoca (1 strain)
Inoculum MIC (pg/ml)
ot ‘
AnBIOBE T ize | 0.05 [ 0.10 | 0.20 [ 0.39 | 0.78 | 1.6 | 3.13 ] 6.25 [ 12.5 | 25 | 50 | 100 |>100
10 1 1] 1 1 3 | 7 3 5 3 1
(3.8) | (7.7) |(11.5)|(15.4)|(26.9)((53.8)|(65.4)|(84.6)!(96.2) (100)
CMX 10 12 | 11| 1| 2 -
(46.2)((88.5)[(92.3)| (100) L o
108 4 8 6 1 2 5
(15.4)((46.2)|(69.2)|(73.1)/(80.8) (100)
CEZ 6 | 12 | 2 | 1 1 4
108
(23.1)1(69.2)((76.9)1(80.8) (84.6) (100)

() : Cumulative percent

Table 7 Susceptibility of E. cloacae (16 strains) and E. aerogenes (9 strains)

Inoculum MIC (ug/ml)
Antibiotics . ‘
size. | 0.05 | 0.10 | 0.20 ' 0.39 | 0.78 ‘ 1.56 | 3.13 [ 6.25 | 12.5| 25 | 50 | 100 |>100
108 | 1 1 5 9 2 7
CMX | (4.0) | (8.0) |(28.0) (64.0)((72.0)| (100)
! 106 16 4| 3| 1|1 3 1 3] 2
(4.0) [(28.0)[(44.0)((56.0)|(60.0)[(64.0) (76.0) (80.0)[(92.0)| (100)
108 1 24
CEZ ~ S I (4.0) (100)
106 1 1 2 21
_ o (4.0) | (8.0) 1(16.0)] (100)
() : Cumulative percent
Table 8 Susceptibility of S. marcescens (157 strains)
Inoculum MIC (ug/ml)
Antibiotics . , ;
size | 0.050.10 | 0.20 | 0.39 ' 0.78 | 1.56 [ 3.13|6.25 | 12.5 | 25 ‘ 50 ‘ 100 |>100
100 5 [ 937 |19 [ 7 | 5 | 5 |20 [ 50
oMx |- (3.2) | (8.9) |(32.5)((44.6)|(49.0)/(52.2)|(45.4)|(68. 2)| (100)
106 19 | 30 | 15 9 7 | 14 1 5 | 42 | 15
(12.1)|(31.2)/(40.8)|(46.5)|(51.0)|(59.9)((60.5)|(63.7)|(90. 4)| (100)
108 144*
(100).
CEZ 6 I o 144**
o 10 ] (100)

() : Cumulative percent
*>400 pg/ml, **=>400 pg/ml

Table 9 Susceptibility of P. vulga

Antibiotics

CMX

CEZ

ris (35 strains), P. mirabilis (7 strains) and P. morganii (2 strains)

MIC (ug/ml)

—_

Inoculum
size | 0.05 ] 0.10 \ 0.20 | 0.39 ‘ 0.78 | 1.6 | 3.13 ‘ 6.25 j 12.5 | 25 | 50 | 100 |>100
e 1T 1 5 1 1
(8.3) [(16.7)](25.0)((33.3)] (75.0)|(83.3) (91.7)| (100)
106 2 | 3 [ 4 2 1 i
(16.7)|(41.7)[(75.0)|(91.7) (100) |
108 3 2| 1 1 5
(25.0)|(41.7)(50.0|(58.3)| (100)
- i1 3| 3 5
(8.3) [(33.3)/(58.3) (100)

() : Cumulative percent
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Table 10 Susceptibility of Citrobacter sp. (5 strains)
Inoculum MIC (pg/ml)
Antibiotics .
size. | 0.05 | 0.10 0.20’0.39\0.78[1.56‘3.13 6.25| 12.5| 25 ‘ 50 ‘100 S10
T 1 2 2 —
CMX | 10° (20.0) (60.0) (100)
5 3 1 1 \
| w (60.0)((80.0) (100)
10 1 N
CEZ : (20.0) (100)
6 4
0 (20.0) (100)
() : Cumulative percent
Table 11 Susceptibility of Salmonella sp. (3 strains)
Inoculum MIC (pg/ml)
Antibiotics . — ‘
size. | 0.050.100.20 | 0.39 | 0.78 | 1.56 | 3.13 [ 6.25 | 12.5 | 25 | 50 | 100 [>100
2 1
108
CMX - : (66i7) - (100)
100 T 1(33.3)[¢66.7)| (100)
2 1
108
CEZ (66.7)] (100)
108 2 ok
I (66.7)1 (100)
( ) : Cumulative percent
Table 12 Susceptibility of Shigella sp. (3 strains)
Inoculum MIC (pg/ml)
Antibiotics . i i
size r 0.05|0.10 | 0.20 | 0.39 | 0.78 ‘ 1.56 ‘ 3.13|6.25|12.5 25 f 50 | 100 |{>100
2 1
108
CMX 3 (66.7) (100) I
10¢
- (100) _
2 1
108
CEZ (66.7)( (100) _
105 1 2
- N . o (33.3)1 (100) I
() : Cumulative percent
Table 13 Susceptibility of P. aeruginosa (25 strains)
Inoculum MIC (pg/ml)
Antibiotic -
PR sie | 0.05]0.10 020 | 0.39 ] 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 woiiz@
- . ‘ - 2 1 —1.-— 8 13
oMX 10° (8.0) [(12.0) (1660) (48é0)L101l>
o 1 1 6 8
10° (4.0) | (8.0) |(32.0)((64.0) (ss.o)(ﬁg@%"sl)
10° an
CEZ 25
10 | law
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Proteus sp. 12612, Table 9 ICR 3 X51C, #H ml T, ff1o 5 #2100 xg/ml LIk CHY, CMX ICF
il hs108 cells/ml d& ¥ CMX {3 4 ¥ 510.20~1.56 SCNITHEINED S5 tz0
pg/ml T, ftad 5 ¥kA312.5 ug/ml TdH - 7248, CEZ Citrobacter sp. 5k Tl3, Table 10iC7k 3 & 5 1T,
12 3BAs12.5 #g/ml T, IZZN L ETH 57z, 10°8 BERIE 2 H3108 cells/ml o & & CMX (3 1 #£0.39 «g/ml
cells/ml @& & CMX (3 4k £30.05 ~1.56 #g/ml C T, 28N%6.25 #g/ml TH O, 1D 2 BII50 £g/ml T
o0t L, CEZ 13 78k, 58% #33.13~12.5 ng/ o720 CEZ(325 ng/ml @ 1 #k D2 73100 £g/ml L
ETHO, 108cells/ml O & &z, CMX (3 4# 1
Fig. 3 Cumulative. percent ‘of MICs of 0.10~0.20 4g/ml T, fd 1 ¥ 1.56 2g/ml TH 3
gram-negative bacilli :
DITE U, CEZ i36.25 ug/ml @ 1 £LI543100 2g/ml
;/6 Inoculum size: 10° cell/ml ) PIET, CMX BIEBICEBN Tz,
190 Salmonella typh, paratyphi @ 3#:Ti2, Table 11iC
" R LT, CMX (3 750 3 7 23108 cells/ml D &
i 0.20 #g/ml 2328, f$6.25 ug/ml T, 106 cells/
o ml & {3 0.10~0.39 #g/ml ThHBDICH L, CEZ
50 (3108 cells/ml ©3.13~6.25 #g/ml, 106 cells/ml <1.56
© ~3.13 ug/ml TH >0
® Shigella flexnerii, sonnei 3kk i3, Table 12(1CRd
2 LI, B AH108 cells/ml D& %0.10~0.39 1g/
10l B ereginosa ml T& 0, 108 cells/ml D & & FXT0.05 #g/ml LIF
0 . X TdH o7z CEZ (33.13 g/ml itk T, CMX 7555 Bfy
P 10" 03" s Beas P as 100 % bEN TV,
MIC (ug/ml)
% Inoculum size: 10°cell/ml P. aeruginosa 258k7Ci2, Table 13IC kT LD,
100

FEE W Hs108 cells/ml D & & 4 Fk £312.5~50 #g/ml &
DI HICHUHE DHERD & Nfhs, 113100 x#g/ml 75W> L
Ll ET, 108 cells/ml & & 1C3.13~12.5 #g/ml 25
¥k, 32% WS, £ h25~50 #g/ml TdH 570
CEZ (3108, 10° cells/ml & $100 £g/ml LI ETdH b, 4
HEAIBED NI otce TNETDY 5 GG
HOERDDICHT S CMX @ MIC 0BT %4
KI’Rg 5 & Fig. 3 L5185,

Acinetobacter sp. 2# T3, Table 14ITRT L DIT,
CMX (3383 ik 55108 cells/ml @ & %6.25&50 £g/ml
005 02 o a3 125 50 >100 CTd o7, CEZ (3100 pg/ml LI LT, CMX iCHip

0.10 0.39 1.56 6.25 25 100 . . .
MIC (zg/ml) NWBPPRD SN,

Enterobacter sp.

70 E.colif[ Klebsiella sp.

P. acruginosa

Table 14 Susceptibility of Acinetobacter sp. (2 strains)

Antibior: Inoculum WMICW (Mé/ﬁl)
jni(:tlci size 0,05 | 0.100.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 125 25 | 50 ;'”100 >100
oMx | S I A el (100)
1 1 ! (50:0) (100)
CEZ o I : (1020)
. b | L Lo lam

() : Cumulative percent
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Table 15 Serum levels of CMX after an i.m. injection (1 g)

Serum concentration of CMX (pg/ml)
Case
0 Yh %h 1h 2h 4h 6h
M.O 0 54.6 40.2 31.4 6.6 2.2 0.7
M.S 0 28.2 28.2 15.5 5.2 1.9 0.8
J.K 0 19.4 24.6 19.7 8.7 1.8 0.7
Mean |0 Phlig o104 )% g J6-8+1.82.040.50.720.1

Table 16 Urine levels and urinary recovery of CMX after an i.m. injection (1g)

Before 0~2h 2~4h 4~6h Total
Case
C C R C R C R R
M.O. 0 6,070 | 57.7 2,158 | 13.4 344 4.6 75.7
M.S. 0 2,478 | 49.6 1,452 14.5 760 5.3 69.4
J.K. 0 3,816 | 47.7 1,844 | 15.7 281 0.8 64.2
Mean 51.7 14.5 69.8
+sp.| O +5.3 +1.2 3.512.47 4 5 8

C : Urinary concentration (pg/ml), R : Recovery rate (%)

2) MurhiRs & R gk Fig. 4 Serum levels and urinary recovery

a.CMX © 1g BEDEE of CMX

BERABFIZIC CMX © 1g 2HELLLED
Mmrh#EE i Table 150 X310, 1ZREHRISK
54.6 #g/ml &, {0 1 & TIIEH%305C24.6 sg/m!
L — 7 HICIE > T, 1 &1L THh28.2 1g/ml
LELNMETH o7t 3LDOFHETHSE, 1653KRIC
34.1 pg/ml D — 7 HETE 570 ZDEDIMH B E D
HB% 3 ZOEHETH S &, 3053#31.0 ug/ml, 1K
FH4g22.2 ug/ml T, HWEIAIEEESRHELTED, 2
B5S1%6.8 ug/ml, 4 B5f% 2.0 #g/ml T, 6 K&
120.7 2g/ml EIEBICEETH 5720 3 LOMPEERM
ORICIZ 1 BIIE Tl 5 v+ 05H o 7ehs, 2 Kfiigd
3 I HBHLEEL L b DTH o700 TS DEYFEEN
JREEEE70~804y, TP TT4.43ThH oo

COBERD CMX DRt £EH5 &, Table
16D XSIC, BOO 2 KT 3 ZOTFIMHTH2% L&D
L EMER, DX¥D2KMIII4.5% T, 4~ 6KRE%
113.5% Tk - 1z0 HlEE 6 KIZ T O £ RORPH:
HI70% & LB RIFTH > 7co COBRMERRLAS
o Fig. 4 OEHTH 50

b. CMX O lg, 1KESHESEEDES

BER L R—D 34 CMX @ 1g %7 ) % T-3% L >
200 ml A7 LT 1 KA TABBE UL EOM o S S
g3, Table 17ICRYT & HiC, S ER THIC o

70

Serum concentration {(z#g/ml)

Urinacy recovery (%)
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Table 17 Serum levels of CMX after an i.v.d. infusion (1 g)
Serum concentration of CMX (y-g/m)
Case —_—
0 | %h | 1h* | 1%n | 1%n | 2 } 5h | 7h
M.O. | o | 456 | 60.7 | 31.7 ‘ 17.6 ‘ 0.7 | 0.2
M.S. 0 28.4 | 45.6 | 23.2  12.0 1.8 | 0.5 . 0.2
J.K. | o | 507 | 619 | 28.2 | 15.3 | 4 ; 0.5 | 0.1
i i
"Mean |41.6  56.1  27.7  [15. 0 | ; ‘, 0 a0 Cown 1
s 0 Thng weal” Tia ep.gfe302.20.9 0 4\0 6:-0. 10.20.1
*The end of i.v.d. infusion

Table 18 Urine levels and urinary recovery of CMX after an i.v.d.

infusion (1 g)

Before 0~1h 1~3h | 3-5h 5~7h
Case - T [ T B
C c R c | R ‘ c R c R | R
M.O. o | 1,79 49.9 | 2,023| 30.3 | 818 | 45 | 208 | 0.9 | 8.6
M.s. | 0 | 1,03 46.1 986 | 33.0 ! 223 1 4.1 83 ' 1.0 | 84.2
JK. |0 | 4957 347 | 2,019 312 | 414 | 25 | 123 | 0.8 | 69.2
Mean 43.6 31.5 | [ I oo 1179.7
o 0 | +7.9 “1.2 3 Tl 0950177 g 4

C: Urinary concentration (zg/ml), R : Recovery rate (%)

Table 19 Pharmacokinetic parameters of CMX after an i.m.

injection and after an i.v.d. infusion

Route 1 Case ‘ Ka ‘ a | B t%B | Vi* | Va* | Tmax | Cmax* | CR* | AUC*
(hr™) | (hr™t) | (hr7Y) | (hr) (L) | (L) | (hr) i(ug/ml) (ml/min)  (pg/ml-hr)
M.O.| 2.95 | 3.62 | 0.59 | 1.17 | 7.59 | 28.6 | 0.34 | 47.4 281 59.4
_ M.S.| 2.37 | 4.38 | 0.52 | 1.33 | 9.47 | 44.9 | 0.34 | 30.2 390 42.8
Ml JUK. | 1,10 | 3.51 | 0.58 | 1.20 | 8.28 | 38.6 0.52 | 23.5 373 44.7
Mean | 1.97 | 3.82 | 0.56 | 1.24 | 8.41 | 37.8 | 0.3 } 32.6 | 354 | 471
M.O. 2.95 | 0.69 | 1.00 | 6.41 | 21.6 1.0 | 59.9 | 249 66.9
Ly | Mes 3.39 | 0.67 | 1.03 | 6.79 | 26.6 1.0 | 45.8 297 56.2
W T UK. 3.35 | 0.62 | 1.12 | 5.06 | 23.8 1.0 | 61.8 246 ‘ 67.9
Meanl | 3.23 | 0.65 | 1.05 } 603 \ 23.7 | 1.0 j 53.8 ' 261 ! 63.8
* Standardized (Body surface area : 1.73 m?)

45.6~61.9, Fi5956.1ug/ml D —27 L 150, T D%k
DELEOHR £ 5 5 &, 155 1%27.7 ng/ml, 30&31&
15.0 ﬂg/ml EEHKL ﬁ/} L, 1 ¥ Ri 6.3 /xg/ml

EFL, 6 FFfilt% 1C120. 2 /tg/m1 THo7 %@&&i
SEDMITH T v+ hSHBIA 100 5 7o SRS 30
AOLBEROMIL, §TICE41.6 2g/ml &5 fi & 15
DTOIH, HIC 5 Y $MBSNIce T DEYFHIE
HIRRI63 Th 5 720

COEEDRDPEMER T Table 18D LS 3 & DF
BIECHSR TS T3 6% 2 BEL S N TH Y, 4

BTHD S 2B ETH3L.5% &£, DXED 215
133.7% LW Lo 51T 4~ 6 KifE1$%130.9% & X
DEOLDDDEL > T, LR TR 6T TDL
K IRthBENR380% L IEHICRIFTH 5720 72720,
W & LT, CMX ORPBEIPPEOLLOT
Hotco TS DPMRTERRLIcb DD Fig. 4 ©
3R TH B BHHEOEEBHEDEE LD SEMH
SRONCH#EN, LrdbHElENBIFTHELLZ
%0

C . B SRR

CMX @ 1g OB LT 1 IS HHRECLIVE
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SNt EEAs S, Two compartment open model {C
LORDONIHEH S H# v 5 # —4 —(3 Table 190
EOBBDTH o120 T L, 3ZDOFIEICDNT
Rétd 5 &, METEIERKBHNCE—2 L1180, £D
fi332.6 #g/ml T, tYeB 31.24 F5fif, Vd #337.8L
EREMo> 720 AUC 1347.1 sg/ml - hr &18 5 foo —
Fy VSRS ETRETIFCe -7 18505, €D
ft1353.8 1g/ml T, tYoB (31.050F [l & P K fE L,
Vd (323.7L &/h& <1857 AUC (363.8 #g/ml - hr
EERF L O BB MICKEISMBETH > 10

NS DFHEIL DO TOHEEJIFE <7 4 — 4 —IC
& > Tk Stz Simulation curve A8 Fig. 4 ThHY,
FRMEE L —BL7dDTH 7

3) R OK OB M

JUNRKRER—AF B X CHERBEN B O AT &4 T,
RYYE L2 I N/ b DI CMX 2R L.

FEFIZ Table 2017RY & HIC, 24 1% 0> 586i&DHF
9, LFIIPIT, MiRI0OH, IRERRAAE 4 #il, BEILE
20, #EER, BIRBR, DEES, AFEROEL
#, 2081 T3d o720 fTNDIEHS {7 5 > D EEMELR E %
BTEHDTH oo &LIC, HIUHPBEIRICKIE
ZAMNLTEbDP, 7 —FriliA s o/ fERHE
DBROED S ODEREE S FIE Lo 72, I TICHT
EXIDHEHAIN, MAITHocbDbEn o7,

HBREEEZONB DT, MRTIIFRIRKE, 1~
Ty FEREL, HREE, HET F RN+ RIR
H+€3FT7TE0os 7 MEHREICLEbDEH -
720 IRESESYE (T 3 W E THREBR T, 1HIMIERE T
Hotco BHIMEDMEEIZX SBE 0 Streptococcus bovis
EHKIMSED P. morganii ThHolce ZDITMITELIC
S D1l b DML, S. epidermidis DB I icd
DM 2HH > 70

CMX o5 EBEH:E, 1g 2V ) 4 T-3 #200
ml (CIAR LT 1 R THY 2 B 5 T 0%
BRIE L7zhs, BEEMTIZLIH3~6g 2RI, £/,
RMCIIBER HE T o foo BEMMIIE 3~28 AR
T, M2 BHEFIKR TS >,

RN RI0OBTIE DS Fl, PoER1Hl, %
2 fl, HERE2HITH > 70 BRABIZHLT N HIER
H 5 Streptococcus pneumoniae, Haemophilus influe-
nzae, K. pneumoniae DM N IEHI T, PPEL
D1 ARRREOHSHTROLSDTH > 7o WAHIO
2flo 55 1 6lid PAP T, Josamycin (JM) O
koL, 1 plIaEuoEKIC S 5 BEMRYIT,
LHMEOEHOBRAMCL 26D TH 2720 i, H
EAEEWI 5 BICEIfEH D 72»ic ik L, Cephalexin

(CEX) MEHTH >/ EF&, Gentamicin (GM) ¢
Minocycline (MINO) %6fF U 7oERITH 1, Rix
BRYHED 4 FITRBER 2, ©OEH LR, @Himc
Bt BAMM TR E coli k5 20 BT,
E. coli THS/WBBH T —F VTR CEDTEH-
720 S. faecalis X % DMPPENTEH 5120 Billg
D 2HITiE, S. bovis iCLB SBE HITIRTTIMH
& DIBE TR DI, TR ERIREE2C
EMTET, PPERE Uico P. morganii \T L AKi
FEGI EFIBAMBEIC Shock 130, BHTH-1z,
ZDERMDAHITIE, FEZ1H, BEH1EH, 2oBH
B, HERE LR TH 570 S. epidermidis DI,
TOIEMIPPELF &, Amikacin (AMK) R0
HEAREH TH > 7o

2kE LTEMHRES B &, 1THIRES), BXib 9 H,
53% T, RREMAWEANS LT6% LT85T,

EWWER & LTEREFRA DO, OREAKREAY
RIEO 1 BIETHRO 24, REMELFERESEEUL
1 D&t 4 4, 20% Th o710

REBRBEA LR LI-d DD Table 21TH 5 5, FE
RYMBERDALED SN b DD 4 FIEPPED 1
MiCi, - BEEE, RATRGSICE(R2<BDon
Bhotce 1o, 7 —2ZRBET > 5HITRVTH
bIHEETH > 70

4. % £

%L ¢ BiZE I nfe B-lactamase ICRENEHA €7
yoz£Y) YREMHETHS CMX 17 7 2R
BT 2 BB I BRENS LEHIT, CRETO
Cephalosporin Ry EMHEMBERI TH o7 Enteroba-
cler, Serratia BECAHZNT, % M BEICH LT HHENY
$2EODNT B, & 7z, Streptococcus pyogenes P
S. pneumoniae L3>t/ 7 HGHIREP Bacteroides
BHC O T SN E N B LTS

bbb ILNAEE AR ABREL b HHINL
B EE /3 EREIC DU T, CMX OB IERIEL, CEZO
I & HelgtRa Lico S. aureus % S. epidermidis T 13
CMX (3 CEZ iC 1 Bi% BHBTH > 1chs, KB
1.56~6.25 #g/ml @ MIC THY, ﬁ"f}ﬁﬁsfﬁﬂf&
bDEEZILND, LDC & RERR S N T A0
= fm Cephalosporin FHHEIRICHIE 1 D B
FLTHLADEMEIITH BV S. pyogenes P S. pne-
umoniae L9 % MIC (20.05 xg/ml PFTHHED
bATEDY, bLONOMRPICERH THo1C ep
5b 5183 %o LbL, S faecalis KoWTi, Rl
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HoE» CEZ X0 d35ICHES bDDEM o Fohs, —
#okicit CMX O MIC DHFMWNENSDHEH > 7,
73 rBEBRBEICOWVLT, BiEIT E coli, K.
pneumoniae, Proteus sp. 13 LI X9 % CEZ D)
DETOELLIEMERZNTL AN, ARDINS
C#3 % CEZ DA, HHRE B IKAHI0° cells/ml o &
%iC % H31.56~12.5 #g/ml TH o7, L L, CMX
oChsOEEICH 5 MIC (20.10~0.39 #g/ml &
EBICTSNETHD, CEZ kDb 4~5 BEEEN
TWBENZ B, LU, EREEK HI108 cells/ml DL
#Ti, CMX & CEZ O it HZDES IV D&
HoTWb, Zhud MIC fIEE = #y METIT-> T
Bibh (£) OHEFRBEMSIEFICERLL, (=) &D
XEDEETH BT, REICIZD > E/NIWVETH
A0bbENIE. COLDEHRZ Cefotiam TEF
SEMNTE DY, 7-ACA @ 7 1D NS A il F THEU
LTLARC EICBEMND B RN, UL, —ff
ICR=HARD Cephalosporin R X Llxbh b b DIC

EBLTLELITHH 5,

35, CEZ i I M ERBSNIE» o E.
cloacae, E. aerogenes, S. marcescens T %t L T, CMX
O MIC $30.20~6.25 ug/ml D% D H60% LI E b &
D, FECENIDENTSH 5720 T12, P.aeruginosa
ILO1Th, CEZ T3 il @b st
A, CMX (T3 % & i 53106 cells/ml 0 & %1T12.5~
50 ug/ml Eoof, BAERWLAIIL LETH, HBE
EORENNED SN,

Salmonella % Shigella, Citrobacter 13 & DEEHK 4y B
WICOWD TR S, DRk TH 58, CMX 123k
FICEN I RENHED S Nz

NS ORBIMERTORBE L —KT2HDT
Ho70, bhbhRIRHTE b o708, AH LK
H&h3 H. influenzae 1€ %335 CMX o MIC (3
FR 106 cells/ml DIF N T0.20 #g/ml LIFTdh %
LREINTL32,

CMX ORI - BEHZ DL Tid, bhbiZFE - @5
RATO 1g ORFIENF & 1 W5 & i & ERF OO M p i
CRPHMELRE Uiz 3L OFEHBICOLTHS
& BETIF234%1032.6 1g/ml DY — 71815 % DIC
MU, LRSS T3 & R 4 T HIC53.8 1g/ml @
E-7EBBS5h, AUC $,47.1263.8 ug/ml - hr T,
REBED S 1.4 K& <, BRTHBEELLN
Bo RRULIRPIT & < BE S 248, SISAETIIYR
DTEBHS B S RepICHM S, EHHET% 61
M TOR DB S & 58 2D H80%EKRKTH>
%o Dibekacin 13 & TRIGEICAEM LD > 72059, 1g

EL S KREDBEAITIE, t1-8, Vd 1L & ITE L DEN
3 LT, teRIEHMEDOHMNERLTL A2, &
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Laboratory and clinical studies were carried out on cefmenoxime (CMX, SCE-1365), a new semisynthetic
cephalosporin antibiotic, and results were as follows.

1. Antimicrobial activities

MICs of cefmenoxime against various clinical isolates were determined. With the inoculum size of 108
cells/ml, percentages of strains susceptible to 12.5 xg/ml or less were Staphylococcus aureus 100%, Staphyl-
ococcus epidermidis 100%, Streptococcus faecalis 24%, Escherichia coli 96%, Klebsiella sp. 100%, Enterobacter
sp. 76%, Serratia marcescens 61%, Proteus sp. 100%, Citrobacter sp. 100%, Salmonella sp. 100%, Shigella sp.
100%, Pseudomonas aeruginosa 32%, Acinetobacter sp. 50%. Especially, MICs of much more strains of GNB
were 0.10~1.56 #g/ml. With 106 cells/ml inoculum size, MICs of cefmenoxime were much more potent
than those with 10% cells/ml.

2. Serum concentration and urinary recovery rate

Serum concentrations of cefmenoxime were measured in 3 healthy adults, given 1g of cefmenoxime by
an i.m. injection or by a one-hour i.v.d. infusion. The peak of mean serum concentration was 34.1 #g/ml
at 15 minutes after an i.m. injection, and t1%8 was 74 minutes. After a one-hour i.v.d. infusion, the peak of
mean serum concentration was 56.1 #g/ml at the end of the infusion, and t18 was 63 minutes. Urinary
recovery rate were 70 and 80% respectively.

3. Clinical efficacy

Ten patients with pneumonia, 4 patients with urinary tract infection, 2 patients with bacteremia and 4
patients with other infections were treated with cefmenoxime daily dose of 1~6g for 3~28 days. Clinical
responces were good in 9, fair in 4, poor in 4 and unknown in 3 patient. As the side effects of cefmenoxi-
me, diarrhea, fever and pain in the month were observed in 4 patients, and eosinophilia were observed in
4 patients.



